Abstract
Objective-to describe a novel iatrogenic immunological reaction produced by minocycline. Case A 22 year old woman presented a three week history of fever, severe fatigue, myalgias, and pain in her elbows, ankles, and wrists. Since adolescence, she had suffered from acne and had taken minocycline from the age of 17 to 20. Minocycline was renewed a few weeks before her current symptoms. On examination, she had fever of up to 38.5°C, livedo reticularis on both legs, symmetrical synovitis of elbows and tenderness of both ankles. Laboratory tests are summarised in the table. Withdrawing minocycline induced complete resolution of fever within 24 hours and of the musculoskeletal symptoms within two weeks. Rechallenging with minocycline promptly reproduced fever, myalgia, and arthralgia within hours. This resolved after stopping the drug.
Discussion
We report three women with a common iatrogenic clinical picture of marked pyrexia, severe fatigue, polyarthritis, and livedo reticularis, associated with acute phase response and anti-MPO in the serum. All had used minocycline for prolonged periods. Common to all three was renewal of the drug after a variable period (12-24 months) of withdrawal, and symptom onset within just a few weeks of restarting the drug. Symptoms resolved after stopping minocycline and recurred promptly after rechallenge, clearly implicating the drug in causation. The slow but persistent decline of anti-MPO autoantibodies during remission further supports a cause-effect relation. Although there are only three patients, it seems the more prolonged the exposure to minocycline after its renewal the more severe the clinical course.
A serum sickness-like syndrome with urticaria, fever, lymphadenopathy, and joint symptoms has been reported with minocycline.'0 Polyarthritis with autoimmune hepatitis due to minocycline has also recently been reported. 9 Minocycline has been associated with acute drug induced lupus syndrome with positive antinuclear antibodies in five young women taking minocycline for years. In four of these, clinical features disappeared shortly after stopping minocycline, whereas in one case the illness persisted and required treatment In addition to hydralazine and procainamide, propylthiouracil has been found to be associated with vasculitis, positive ANCA, and antibodies against human neutrophil elastase, proteinase 3 and myeloperoxidase in six patients. Following withdrawal of the drug, clinical symptoms resolved completely and ANCA concentrations decreased though they persisted even after one year of follow up. '7 Crescentic glomerulonephritis induced by penicillamine,'8 hydralazine,'9 and carbimazole'0 associated with ANCA have also been reported. Likewise, interstitial nephritis due to omeprazole has been linked with serum p-ANCA." All major classes of drugs that induce a lupus-like syndrome, such as hydralazine, procainamide, isoniazid, quinidine, chlorpromazine, and propylthiouracil, are possible substrates for myeloperoxidase," 23 their cytotoxic properties depending on the fact that neutrophil myeloperoxidase is implicated in the conversion of these drugs into toxic metabolites."4 Those data and the experience with hydralazine, procainamide, penicillamine, omeprazole, and antithyroid drugs, and the present report on minocycline, suggest that ANCA, beside being a useful marker in the detection of drug induced connective tissue disease, is involved in the pathogenesis of the iatrogenic disease.
We believe that minocycline may induce a characteristic vasculitic reaction manifested by fever, fatigue, arthritis/arthralgia, and livedo reticularis in the presence of positive immunofluorescent p-ANCA and anti-MPO. Minocycline is widely used by young female patients and awareness of this reaction is thus important. Prompt suspicion and discontinuation of minocycline will usually result in resolution.
